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5*»K A> B> XXrfZttS: (1) K*5tf*A, B, XRl^Z t-frfl^fim^t<Dim 
U Z' 145£ (1) fc*5»t*Zfc*5V>T, G2t5 ? - hnft^ii^^Z^^I-o 
[0 0 7 2] 

-;vi«^7-'J>M (lc) 

[0 0 7 3] 

jft»*»a**»flioiwaiitfc L-ct4, a**, -awta^ ^--^^sr^ 

[0 0 7 4] 

HF, 1. 4-y't^ft^i-f;l'i, ^>-t£>. Y)],x.y, *i/\s>, ~>^n^3f 

f>^(DRit^mm, dmf^7? vm, ^m, w&&<omiamm* vm*-*-w>=- 

[0 0 7 5] 

**S*7c5ffl*ffiv»j&»'frtt % x^;-^07^3-^ IBM t Ml 

v> TMtc £ 7 £ b rfX* § 6 o 
[0 0 7 6] 

[0 0 7 7] 

*3&Wfc:&v>T, RJS»T»f4> StO^a^^f -5 •) 

tBISE^ 2004-3078847 



#® 2003-285421 



11/ 



[0 0 7 8] 
[0 0 7 9] 

*fPJ3?>5ft (1) T?i$tLS7x-;v7/~;HI#*i:it v»<o*»Ojt^®tt 
[0 0 8 0] 

t'Jf*i, >Stf If 5 

[0 0 8 1] 

Low density 1 ipoprotein, KTLDLti&iBt^) «»t 

m> Mfcffi, mit&m!&. mm. irs&«u wmBM^mmtLx^mmx^^o 

[0 0 8 2] 

=ft (1) t?*$*t*7x-^TV^-/U»*fltXt±^0^»tItt s #$tt*«0*ll 

ztafi-ezzo Mm g*. wmn, mm, m&ximmmmK. Hfc 

. !t^w*ii«#©«i, «tjr»traK*^«fe^ » 

[0 0 8 3] 
[0 0 8 4] 

£f£ L<tt. 5ft (1) 0^!»SL<tt-€-«>ai^«lt^$*Laiftoiax»±2jttfilJi* 
[0 0 8 5] 

-e-o^fi<j^#$ttamoiaxti2®j^±, s.^3Soii'tffiv>t,tLa®^j > eo*. 

^ % *?n-*, iiMt^R^n tr;^*JjDx.r«$tLa 0 

[0 0 8 6] 

ffiaE# 2004-3078847 
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: 12/ 



[0 0 8 7] 

o 

10 0 8 8] 

XWJxf.l/>^'j3-;v (JSlTPEGiiB&ia-t-^)) , fix. If, PEG1000 (96 
%) gL<liPEG4 0 0 0 (4%) jc. S; ( 1 ) <&ft^Xttm^WKWF$Si'L*«0 
. 5-5 OM%£#ffcLT§^Mfc^£<7)W3: Lv> 0 
[0 0 8 9] 

SiOliIii2ia±^0. 5-5 01i%> RO , tt*©ISKT^a/ , ?> h*, Tic, * 
[0 0 9 0] 

[0 0 9 1] 

^J* (Remington' s Pharmaceutical Sciences) , ^1 8 US, •? y P • ^'Jy/'^ • * 
W?— — „ 'f — J*, b >, vrt/A^T (Mack Publishing Company, Easton, Pennsylva 
nia) ,1 9 9 O^TO^fct^Sfr*IB«»::t£oT«$I1-& C fc*»T?# 
[0 0 9 2] 

3* (1) •CtJiU^ilf L < lif Wl^a^^t^^SI?) liXli 2tft±li, 
fl A&tf&tt * J: o r #^co*tt <b ti& ffitoim KQ&f Lxmb* & temm^M 

tft#$iti, fit, t&&#Sbl BJB*tt, #llkg*fc»), 5£ (1) OffrfrWO. 1 
4mg~14. 3mg/Qt^^ ff* b< li, M 1 k g&tz*) 0. 7mg~10mg 
/ B % «t t < i±. Ml kg*fcDl. 4mg~7. 2 m g/BTr&^o 

[0 0 9 3] 

M70kg©k: h * ( 1 ) O-fb^WXtt^oai^W^^ 

Sti&i&Offlfif&HJi, lB10mg~l. Og, jfJKli, lB50mg~7 0 0m 
g, £ L < ii, 1 B 1 0 0mg~5 0 0mgt*S o 

[0 0 9 4] 

[HifcM l ] 

[0 0 9 5] 

181 : 4 - (±) - (5 --bn- 2, 4, 6, 7 -T h f-frV Kn^yy*7 5 
[0 0 9 6] 



HiliE# 2004-3078847 
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13/ 




[0 0 9 7] 

1- (4-T5/7^-;U) -f5^V-;H. 7gfc2, 4, 6, 7 7~ h7^fJV- 
5 hnyt Kn^>/77>-2-7;Vft K 1 . 0 9 g fc&ffc.* f-V > 5 3mli: 
»#U MO. 8ml ^liDL, Ifi-C-1 0 5Mftf$L;fco #&*ifcRJS«fc-J- h U -7 A 
h U T-b h*'>jJfn/\^ K7^f K2. 9 1 gfc&inU ^fflT?— ft*#L;fco JRlSiKT& 

: 3) ^SUlttftl. 2 g*mtz 0 
[0 0 9 8] 

Ig2 : 4- (±) - (5-75^-2, 4, 6, 7 -T fy^^yt Kn^>'/79 
>- 2 75 ;7x-^- 1 ->f 5 ?V*-)l><Dm& 

[0 0 9 9] 
[ft 3 3] 




[0 10 0] 

4- (±) - (5--ha-2, 4, 6, 7-rf7^f;VyliFn^yy77>'-2 
->f ju**->u) 75771-^^ 5r/-;vo. 9 3 g 2 0 %*&ft/"«9 v>7 A^O 
. 5 gCftBtl 0m 1 fcftjx.. **EEl OKg/cm 2 , 5 0 "C-C-ifcif^ L/c RJSfflL 

- (;dd*m : ^ *y-/u=2 o : 1) -ettft L B AM» 0 . 5 7g^fc, OSW 

no 20 " 4 1.5693) 

immm 2 ] 

[0 10 1] 

111 : 2, 4, 6, 7 - 7 b 7> fJV- 5 - - h nyt h*n^>777 > - 2 - 1- 'J 7 

[0 10 2] 
Mb 3 4] 



[0 10 3] 

ffi®E# 2004-3078847 
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*3 0^-e«TLfc o «im OlCTll^HIJBMfe, ilCHLHKl. 5 
»aS:i"J*^A5A^D7 ^77^ - (^nn*Jl/A:^^y-ji/=i0 0 • 1 ) 

■e&dtu §ift^£7. 3g#7t 0 

[0 10 4] 

112 : 4- (±) - (5--hn-2, 4, 6, 7 - r h y * V t Kn^ > V7 7 

[0 10 5] 
[ft 3 5] 





[0 10 6] 

4-f5r/-^-l-^^-7iy-;vo. 2 5g^y^ 7 * K 5 m Uc 

ML, jf#T\ 6 0%7jc^ft^-h»;>7A0. 06g*»mLfc„SfltlHPIiaffU 
ft l DMF5mU:»»Lfc2, 4, 6, 7-tF7^^-5--hnykKn^>y 
77>-2-f'j7)Vtn^>x^^-ho. 5 g£vs5sftlU M"C 1 B#IB«# Lfc 

*4BIWJ&itfc, Tjc 10ml fcinx., «f ffl Lfcttfi U Jn«iSe«^a C § 
ft** 0. 3 gflfco 
[0 10 7] 

183 :4- (±) - (5-7^-2, 4, 6, 7-f h7>f^i?l: Kn^>«/75 

[0108] 
[ft 3 6] 




[0 10 9] 

4- (±) - (5--hn-2, 4, 6, 7 --f h 7> Wt: Kn^> V77 >- 2 
Zii P<b */ >) - 7i ^^-l-^^^V*-;U0. 3g(:x^-jH0ml^ 

*7KJw**tlN*»ft^hy->A»«[-c+«L, ^n*H»BLfc, «/§£&*Q:fc 

7A^DTh^7^- : ^^y-;i/=5 0:1) T?&j£U §&«0 

• 2 g#£ 0 (Huft 1 2 9- 1 3 It) 
[0 110] 



miE^p 2004-3078847 
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^-v: 15/ 



1 

[0 111] 
[ft 3 7] 




[0 112] 

2, 3, ^7x^-;V9 1. lg, 3-^Dn-2-^f^D^6 5 

. 3g> M*'j7A9 9g^DMF7 0 0mn:jDx., 8 0 *C-e3 B*H«#Lfco *fr£J 

(^>-tf> : ^*^= l : l) -C«!«U Bft** 1 0 2 g#£ 0 
[0 113] 
ffi2 

2- (2 2 -^n^;v) -3> 5, JV7x/-;^i^ 
[0 114] 
[ft 3 8] 




[0 115] 

2. 3, 5-h'J>f A'7x-;i'-2-^f^-2-7'n^-^x-f ;V2 6. 6 g £ 
yxf^7-'J /-131ml fc#**U 7^rf^l*T2 0 0 "Ct? 2 BtlTO^ Lfco 

7 4- (^>-tf> : s\**)-y= l : 1) Ttt«U Bfl9»S:2 1. 4 g#fco 

[0 116] 
##M3 

2-tKn + y>f^-2, 4, 6. 7 --r h °7 * f^^ Kn^^/75 ><D$i& 
[0 117] 
[ft 3 9] 




[0 118] • 

tBiE# 2004-3078847 



mm. 2 0 0 3-2 8 5 4 2 1 



16/ 



2- (2->f-^-2-^D/<-JI/) -3, 5, 6-b'J^^7x;-Jl/3 1. 8 6 

g^-^-ffc^^VV 6 0 0ml CiHL, or«r*S#Lfc#felfc*fc***anja3c,i.#Bfe 
47. 5g«XUo 0t;t2HWUf, M$bJt#?- b v *&*m%L*tz&g& t 

[0 119] 

2-tKnJfy^f;V-2, 4, 6> 7 - T Y 7 * 5 - — h a -J H Kn^ > ^7 

[0 12 0] 

Mb 4 o] 




Me Me 



[0121] 

2-tKn^fy^f;v-2, 4, 6, 7 -x h 9>f*yt 9 > 2 . 3g 

«ri7RSi3 0mlCifi|L, 0 "C &3f*# L j&* b ?»Bfe 1 . 9mltlTU. OICCI 

[0 12 2] 

2, 4, 6, 7-f h7^f^-5--FDvtKn^y777>-2-7;VftF^ 

[0 12 3] 
Mb 4 1] 




Me Me 



[0 12 4] 

, - 7 SrtT-^iPL/co £Or#i£*K&4t;<?-V>2m lCliL/:DMSO 1. lm 
1 £-6 5r^TT?i8jTU *<D$t 1 0^m#U^o £<bK, M^fU>4m 1 Kit 
«|U;2-tKn^y^f;i/-2, 4, 6, 7 -r h 7^ *->U- 5 -— h n i?K Ko^> 
( /77>l. 3 4 g*»TU -7 8CT3l*Wa»lxfco aS*7^ MJ-x.^vy* 
>4. 2ml^iTU £ift*T?8-iftU 1 N-«[K*iHlx.fco *«U»«r^ nn*^A« 

^y'J*W7A7Dv^77^ - (;nn*;i/A) "efg^Stl — Bftj!fe£0. 86 g 

[0 12 5] 

###|J6 

ftSE^ 2004-3078847 



#M 2003-285421 



: 17/ 



6 h o- 2 h 2 , 5, 7, 8 -r h 7 > n v > - 4 - * > 

[0 12 6] 
Kb 4 2] 




[0 12 7] 

5- -Fn-2-tKnJrv-3, 4, 6 - h V * *-&T* h V * >> > 66. 5 g t 
* h *->7-fe h > 7 8 . 8g^h^x>5 0 0ml tC^«|L^RJSfK^> M"Ctfn y y 
>6. 4g=lrinx., MT2 4l^m«fliL, $ <b iZ 3 B3TOn!&igil L/io RJSifc**M 
*U ^»&vy *^*7A^nv^77^ - ('s*^ : I^jc^;v= 7 : 1 

<b 3:1) KffU SfiDf 2 9. 2g£#fc 0 

[0 12 8] 
##^IJ7 

6- zfn-4-tKn^">-2-^ f^fy^f;V-2, 5, 7, 8-f f7^fJ^ 

[0 12 9] 
Mb 4 3] 




[0 13 0] 

6 h n- 2 -> h dfy^fJl'- 2 , 5, 7, 8-f H^f ;^n7><-4-t> 
10gK, ^ ^7-;H 0 0m 1 ^rtjnx.. 0t:-CNaBH4l. 3g*i&bnU 0TC"Cl«f 

m 10. 1 g 
[0131] 

8 

6--bn-2-> h+y^tf;v-2, 5, 7, 8-f b5^f^ (2H) >60 
[0 13 2] 



ttiiiE# 2004-3078847 
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^- v : 18/ 



[ft 4 4] 




[0 13 3] 

6-zFn-4-tKn^fy-2-^ f^->^f;v-2 ( 5, 7, 8-rf7^f)^ 

Dvvio. l g iz^o^fy 2 o o m l max.* p- l . o g^io 

[0 13 4] 

6 _ - |«n-2-> b^y^f;V-2, 5, 7, 8-f ^^D^^IIJi 
[0 13 5] 
[ft 4 5] 




[0 13 6] 

6-^fn-2-^b^y^f^-2, 5, 7, 8-rf7^f^ (2H) >7n*y$ 
. 4g*x^-^l00mli:SIU 1 0%^7vf A^fjjlll. 0 g £fln;i> •<£ 
^jax-#JET. 2 4B#K^fi*7fc*#inS:jS : S:tTo^o RENTAL RJcJ 

[0 13 7] 

##^1 0 

6 _- hn _2-ii Kn*S/*f-/l'-2, 5, 7, 8-f h7^fA'^n-7>(DSj| 
[0 13 8] 
[lfc4 6] 




[0 13 9] 

6--fn-2-> F+y^f;V-2, 5, 7, 8-f >7>f J^n7>9. 5g£ 
l^fP>8 0mlCi)SIU Ot-cmtT, lMEM*f 

tBffiEi^F 2004-3078847 



#BI 2003-285421 



^-> f : 19/ 



3 1. 4ml^ix., 0tT3HW^L^ Kfc&T&. Kfcfo*foK$>ft, *uu 

(AW:ft»if^=2:l) KffrU 4. 5g*»fc 0 

[0 14 0] 
###01 1 

6--bn-2-*A'5Jl/-2 1 5, 7, 8-rf7>Wnv>^ 
[0141] 
[ft 4 7] 




[0 14 2] 

-6 0t-CgfMT, t^'j^D'JKl. 6mim^fl'>4 0mlM 
U -6 0tT»y^WWyK3. lmlt*TU«, 5 a-|W»#L*:o *K 6 
--bD-2-tKndry^f;i.-2, 5, 7, 8-ff7^f;^nY>3. 9g^i 
fk^fl/>10ml}Ci«fLm, - 6 0 VX~mm%ffiTffiTLt:&i. -6 0tt3 0 
#BI»#Lfco *K h 'Jxf;V7 5 > 1 2 m 1 £-6 0 < C"C»L, HSfflKHf, 

*&*n£ifcfc"T?ifei£ L tz'ik, #S:fajS&v ^ * v ? A t-^^ $ filSBfc v i/ * & £ tt 

^= 2:1) fc#U gftft 3. 4g^^Hfc 0 
[0 14 3] 

(i) -eastia? *-ju7y-/MBt##o«*jniR~*i 5^K^-r 0 

[0 14 4] 

Me : e t : x b u : p h : y 

a l : l ? /'/y ;k 

a 2 : 1 H — E° 7 v*— ;V / — 5 — 'OK 
a 3 : 1 H - fcf 9 V- 4 - -f ;K 
a 4 : l-^f;l/^7V-^-5-^^ 
a 5 : l - * tf 9 v*- 3 - 4 ;K 
a 6 : l-^^i;?'/-*-4-^, 
[0 14 5] 
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^->> : 20/ 



[it A 8] 




[0 14 6] 



ffi|E# 2004-3078847 



#12 0 0 3 - 2 8 5 4 2 1 ^-v : 21/ 





B 


Z 


ill tat J.tzt ai^L. 

[ ] ifi^t: 

I~t J.I-* rrfc* 

n D JSt>T^ 


1-1 


CH 2 


hi 




1-2 


CH 2 


h2 


[50-52] 


1-3 


CH 2 


h3 




1-4 


CH 2 ! 


h4 


amorphous&NMR 


1-5 


CH 2 


h5 


[158-160] 


1-6 


CH 2 


h6 




1-7 


CH 2 


h7 


n 0 2O - 7 l. 5472 


1-8 


CH 2 


h8 


[90-93] 


1-9 


CHjCHj 


hi 




1-10 


CH 2 CH 2 


h2 




1-11 


CH 2 CH 2 


h3 




1-12 


CH 2 CH 2 


h4 




1-13 


CH 2 CH 2 


h5 




1-14 


CH 2 CH 2 


h6 




1-15 


CH 2 CH 2 


h7 




1-16 


CH 2 CH 2 


h8 




1-17 


CH 2 CH 2 CH 2 


hi 




1-18 


CH 2 CH 2 CH 2 


h2 




1-19 


CH 2 CH 2 CH 2 


h3 




1-20 


CH 2 CH 2 CH 2 


h4 




1-21 


CH 2 CH 2 CH 2 


h5 




1-22 


CH 2 CH 2 CH 2 


h6 


viscousoil &NMR 


1-23 


Ln 2 Ln 2 Lli 2 


h7 




1-24 


CH 2 CH 2 CH 2 


h8 




1-25 


CH 2 CH 2 CH2CH 2 CH 2 CH 2 


hi 




1-26 


CH 2 CH 2 CH 2 CH 2 CH 2 CH 2 


h2 




1-27 


CH 2 CH 2 CH 2 CH 2 CH 2 CH 2 


h3 




1-28 


CH 2 CH 2 CH 2 CH 2 CH 2 CH 2 


h4 




1-29 


CH 2 CH 2 CH 2 CH 2 CH 2 CH 2 


h5 




1-30 


CH 2 CH 2 CH 2 CH 2 CH 2 CH 2 


h6 


n D 2, 4 l. 5379 


1-31 


CH 2 CH 2 CH 2 CH 2 CH 2 CH 2 


h7 




1-32 


CH 2 CH 2 CH 2 CH 2 CH 2 CH 2 


h8 





[0 14 7] 
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^-v: 22/ 



N 





B 


z 


[ ] m&r: 


2-1 


CH 2 


hi 


[211-216] 


2-2 


CH 2 


h2 




2-3 


CH 2 


h3 


[175-178] 


2-4 


CH 2 


h4 




2-5 


CH 2 


h5 




2-6 


CH 2 


h6 


n„ 20 - 5 l. 5529 


2-7 


CH 2 


h7 




2-8 


CH 2 


h8 




2-9 


CH 2 CH 2 


hi 




2-10 


CH2CH2 


h2 




2-11 


CH2CH2 


h3 




2-12 


CH2CH2 


h4 




2-13 


CH2CH2 


h5 




2-14 


CH2CH2 


h6 




2-15 


CH2CH2 


h7 




2-16 


CH2CH2 


h8 




2-17 


CH 2 CH 2 CH2 


hi 




2-18 


CH2CH2CH2 


h2 




2-19 


CH 2 CH 2 CH2 


h3 




2-20 


CH 2 CH 2 CH2 


h4 




2-21 


CH 2 CH 2 CH 2 


h5 




2-22 


CH2CH2CH2 


h6 




2-23 


CH 2 CH 2 CH 2 


h7 




2-24 


CH2CH2CH2 


h8 




2-25 


CH2CH2CH2CH2CH2CH2 


hi 




2-26 


CH2CH2CH2CH2CH2CH2 


h2 




2-27 


CH2CH2CH2CH2CH2CH2 


h3 




2-28 


CH2CH2CH2CH2CH2CH2 


h4 




2-29 


CH2CH2CH2CH2CH2CH2 


h5 




2-30 


CH2CH2CH2CH2CH2CH2 


h6 




2-31 


CH2CH2 CHi^CHgCHjCHg 


h7 




2-32 


1 CH 2 CH2CH2CH2CH2CH2 


h8 





[0 14 8] 



mW<& 2004-3078847 
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H 



t\~ yy tfyt- Xff- P3. 


•ft 

B 


z 


A*n to A"=r 3^Ar 

r i ah jt? <v^ 

L J iM<C | 


3-1 


CH 2 


hi 


r 4 n n 4 ft n 1 

[103-108] 


3-2 


CH 2 


h2 


r a ft nol 

[80-82] 


3-3 


/ITT 

CH 2 


h3 




ft J 

3-4 


CH 2 


h4 




3-5 


OTT 

CH 2 


h5 




ft t* 

3-6 


«~i »T 

CH 2 


h6 


amorphous&NMR 


3-7 


CH 2 


h7 




3-8 


CH 2 


h8 




3-9 


CH 2 CH 2 


hi 




3-10 


CH 2 CH 2 


h2 




3-1 1 


CH 2 CH 2 


h3 




3-12 


CH 2 CH 2 


h4 




3-13 


CH 2 CH 2 


h5 




3-14 


CH 2 CH 2 


h6 




3-15 


CH 2 CH 2 


h7 




3-16 


CH 2 CH 2 


h8 




3-17 


aw< /^ TT /"^ TT 

Lii 2 Ln 2 Ln 2 


hi 




3-18 


CH 2 CH 2 CH 2 


h2 




3-19 


Lii 2 Ln 2 Cn 2 


h3 




3-20 


CH 2 CH 2 CH 2 


h4 




3-21 


CH 2 CH 2 CH 2 


h5 




n on 

3-22 


^/n 2 Lti 2 Lrn 2 


no 




3-23 


CH 2 CH 2 CH 2 


h7 




3-24 


CH 2 CH 2 CH 2 


h8 




3-25 


CH 2 CH 2 CH 2 CH 2 CH 2 CH 2 


hi 




3-26 


CH 2 CH 2 CH 2 CH 2 CH 2 CH 2 


h2 




3-27 


CH 2 CH 2 CH 2 CH 2 CH 2 CH 2 


h3 




3-28 


CH 2 CH 2 CH 2 CH 2 CH 2 CH 2 


h4 




3-29 


CH 2 CH 2 CH 2 CH 2 CH 2 CH 2 


h5 




3-30 


CH 2 CH 2 CH 2 CH 2 CH 2 CH 2 


h6 




3-31 


CH 2 CH 2 CH 2 CH 2 CH 2 CH 2 


h7 




3-32 


CH 2 CH 2 CH 2 CH 2 CH 2 CH 2 


h8 





[0 14 9] 
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"*-S>: 24/ 






B 


z 


[ ] ttj&t: 1 


4-1 


CH 2 


hi 




4-2 


CH 2 


h2 




4-3 


CH 2 


h3 




4-4 


CH 2 


h4 




4-5 


CH 2 


h5 




4-6 


CH 2 


h6 




4-7 


CH 2 


h7 




4-8 


CH 2 


h8 




4-9 


CH2CH2 


hi 




4-10 


CH 2 CH 2 


h2 




4-11 


CH 2 CH 2 


h3 




4-12 


CH 2 CH 2 


h4 




4-13 


CH 2 CH 2 


h5 




4-14 


CH 2 CH 2 


h6 




4-15 


CH 2 CH 2 


h7 




4-16 


CH 2 CH 2 


h8 




4-17 


CH2CH2CH2 


hi 




4-18 


CH 2 CH 2 CH 2 


h2 




4-19 


CH 2 CH 2 CH 2 


h3 




4-20 


CH 2 CH 2 CH 2 


h4 




4-21 


CH2CH2CH2 


h5 




4-22 


CH 2 CH 2 CH 2 


h6 




4-23 


CH 2 CH 2 CH 2 


h7 




4-24 


CH 2 CH 2 CH 2 


h8 




4-25 


CH2CH2CH2CH2CH2CH2 


hi 




4-26 


CH 2 CH2CH 2 CH 2 CH 2 CH 2 


h2 




4-27 


CH2CH2CH2CH2CH2CH2 


h3 




4-28 


CH 2 CH 2 CH2CH 2 CH 2 CH 2 


h4 




4-29 


CH2CH2CH2CH2CH2CH2 


h5 




4-30 


CH 2 CH 2 CH 2 CH 2 CH 2 CH 2 


h6 




4-31 


CH2CH2CH2CH2CH2CH2 


h7 




4-32 


CH2CH2CH2CH2CH2CH2 


h8 





[0 15 0] 
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SCH 2 

SCH 2 

SCH 2 

SCH 2 

SCH 2 

SCH 2 

SCH 2 

SCH 2 

SCH 2 

SCH 2 

SCH 2 

SCH 2 

SCH 2 

SCH 2 



hi 

h2 

h3 

h4 

h5 

h6 

h7 

h8 

hi 

h2 

h3 

h4 

h5 

h6 

h7 

h8 

hi 

h2 

h3 

h4 

h5 

h6 

h7 

h8 

hi 

h2 

h3 

h4 

h5 

h6 

h7 

h8 
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'H-NMRf-; (l^anil, |*|gi5^mTMS) 

y K t : h V -fVv K Q : fifrJ- v K m : b r : "/n- b r 
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[0 16 3] 
IS161 



NMR 



its Mm 


1 H— NMR (CDC1„ fippra) 


1-4 


1. 3(s, 3H) , 1 . 8 On, 1H) , 2. 0 (m, 1H) , 2. 1 (s, 6H) , 2. 15 (s, 3H) , 2. 7 (t 
,2H>, 

3. 3 <d, 2H),4. 2(t, 1H), 4. 7<br, 1H), 6. 7(d, 2H), 7. 2(m, 4H), 7. 7 (s 
, 1H) 


1-22 


1.4(s,3H), 1.4-1. 8 On, 10H) , 2. 0 (s, 3H) , 2. 05 (s, 3H) , 2. l(s,3H), 
2. 3(s, 3H),2.8(d, 1H), 3.0(d, 1H) , 3. 1 (t, 2H) , 3. 8 (br, lH),6.6(d 
,2H), 

7.2(m, 4H),7.7(s, 1H) 


3-6 


1 . 5 (s, 3H) , 1. 9 (s. 3H) , 2. 0 (s, 3H) , 2. 1 (s, 3H) , 2. 3 (s, 3H) , 3. 3 (s, 
2H), 

4.0(br, IH), 6.4(d, 1H) , 6. 7 (d, 2H) , 7. 5 (d, 2H),7.55(d, 1H) 


9-1 


1. 6(s, 3H), 2.0 (s.3H), 2.0(3. 3H) , 2. 1 (s, 3H) , 2. 5 (br, 2H), 3.0(d 
,1H), 

3. 2 (d, IH) , 3. 3 (s, 2H) , 7. 2 (s, IH) , 7. 3 (d, 2H) , 7. 3 (s, IH) , 7. 4 (d, 
2H), 

7. 8(s, IH) 



[0 16 43 



[0 16 5] 

mmmm 1 : mum iomgi) 

^7x-^7/-«# lOmg 

%m 8 1. 4 m g 

n -f- 2 0 m g 

t Yu^-'yfu \£)VJi)]/U-x 4mg 

*;i/^y>f;v-fe;vn-^*;i/y-)A 4mg 

^r7'J>|v^y7A 0. 6mg 



£-ft 1 2 0 m g 

[0 16 6] 

±.%Z<7)£o%®.J&t%:2>£TK, ^^i^)5 0 g> IL14 0 7 gRXfxy**- 

fioog*, smi^-t^ >rmm (±)\mmm («o so mlt, j^-k 

fl^-LTto £*Uc, l 0%fc Kndr^-Zn tf;v-fe;vn -^ 7 Jc» 2 0 0 g^liltSf 

A20g, XrT'J A 3 g£flO;U n-^tj-^g^ (ittflifcim ^ 

) t7mmX8. 4R©0fr*ffflLT, 2 Omg^llW:. 

[0 16 7] 

mm&mm 1 : i n vitro jfii§mifcflH©tfMB 

Ma 1 v y b<D-)5fe (Malvy, c. , et al. N /t-f 5 * ;V • T > K • V* 
;i> • 'J — • nU-'Jr-ya^X (Biochemical and Biophysical Research Commuun 
ications.) > 1 9 8 0^, £5 9 5^, P. 7 3 4- 7 3 7) 77 hJl**i> 

ffifiE# 2004-3078847 
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•J >»ittff-4IftifciijS* (UTPB S tB&lEi-*, pH7. 4) fcljnx.. 7y3R#flB 
fi**yt>ff--e**^t'fXU 1 0, 0 0 0 gf2 O^F^L^gtU ±*OlH* 
*5>*- h*SH»Lfco WRLfcK**^*- MC5 0 0 uM^r^M5 uM%t 
WMlOOmM KCl£iD;L. 3 7t;^3 O^WH h U 

;V7'/-«^5 0%E&#i&£ (JSJ.TI CsotH&fB-r*) ***fco 1 7^ 

[0 16 8] 
1*1 7] 





In vitro ^mtmn^m 
5 o ( I c s o M 
M) 


1-1 


0. 35 1 


2-1 


0. 47 


3-1 


0. 42 


3-2 


0. 21 


5-1 


0. 43 


13-9 


r o. 40 


nm- i 


0. 23 


Mm- 2 


0. 23 
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sittim 2 : e x vivo ifcMmmnftm 

«7x-;i,7 v*- frtomit<D8MWfm± .ex vivo mmmtB&Rftm & 

jfc^r 5 * *Xtt« NIKKOL HCO-60) 4ItW^Cil!liv^j;IS Lfc 

tUfcft'ft**, -»3E©SD*ittt9y h (6M) (BftS LCftAfetti <9 

iZl 0 Omg/k gO«^-CJ»JISrt!fe#L/io &#3 0 5Mfcfc3SttJR&iaiWLTftjfiL?E3 

fiSHtllt « ffitt ZMfeLtzo *$&W 07x-;vy V— /vWafrfc^lfiai *5 it * IB W tt 

[0 17 0] 
[$18] 





ex vivo mmmtmrnftm 
m.w& (%) 


m 




fi 


1-1 


96 


88 


91 


2-1 


97 


81 


86 


3-1 


96 


88 


88 


3-2 


95 


83 


91 


! 5-1 


95 


95 


91 


13-9 


99 


86 


92 


nm—i 


68 


59 


75 


nm- 2 


45 


57 


84 
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P. 5 5 9 

: i c R^Utte 

5 0 mMSIkg 

mm. urn d 

[0172] 
[SE1 9] 



In vivo fflMtftm 

■ ^f^vtJl' • (J.Med.Chme.) , 1 9 9 $4 0 

- 5 7 3!E«t<W&KigCt\ in v i t r o ffiStf fctffUB (i^-ffctl— #c 
<>lTirtt4}:J:I.Iffti^5Et$^iM^f)MLfc 0 S 1 c 
(5 ») (B*SLC^?iiU#) . -S3~7Eifflv>, 

«Ljk»— 2 0^£>6 0 5Mfv>, *l 9*Jc^i"iE*t3*»e> 6 
*^XttS4 NIKKOL HCO-60) M^C&jc»«^»lSI*v>l±JR 

^i6^o lt:fP:£^2 O^^tinI-o 







0 




1 




2 


^T©^'fb*^^:< ifcl -nm® e>*l£ 

is 


3 




4 




5 
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In vivo irE&fcfe/B 

5 o %m.mm& < i d so 

mg/kg) 






1-1 


4. 5 


11 


2-1 


12 


13 


3-1 


16 


17 


3-2 


6. 2 


19 


5-1 


4. 1 


7. 4 


13-9 


15 


14 


MM — 1 


>30 


>30 


MM- 2 


20 


53 
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Mmt Lxmm&i 
Mm- 1 

[0 17 5] 



moo/00655 o-^iztzm-ztiMt&mzm^tzt 



mU& 2004-3078847 



#M 2003-285421 



^-v: 39/E 




[0 17 6] 
MM- 2 

[0 17 7] 
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WgE^F 2004-3078847 



!&m 2003-285421 v : 1/E 



HSft^fU * (1) K*, XttBBRIKlP, ^:SOm (aS+mliO, lttz\±2<D 
m®LZm-to ) ifcl45^:N-Rl (5£*Rli±. TkXEL^ttHtm&ZtiXtX^Ci- 
iT)V*r)\smzm-to ) *SEU Att, W 5 *V'J £ 14 e ? 

fc^n-7>-2-W 2, 3-ykKo^>y77^-2-^H, ft^nvy- 
2-f;V&, 2, 3 - yt Kn/0'/f*7 2 --f >Hfe* fct4 1 , 3-^>V^r^ 

f-*-/l/-2--f >Hp**"*-o ] ^$*L&7i-jvTV'-;vgi*#£ ;fc^4^<o^&t- 
[<bl] 



A ^-X-B-Z 



mtiE# 2004-3078847 



#12 0 0 3-2 8 5 4 2 1 ^-V : 1/ 

&WF&m<0&-% #M 2003-285421 

gft#-5§- 50301284213 

mm-g t£Si±g 0094 

ffr£B ¥115^ 8 J! 4B 



[WW**] 

[SfcLfcftSA] 

[SttLfcttSA] 

nun*?] 



000004307 

HCKffiW fflE^HT 2Ti2f If 

$HA 
100107984 

m^:^?tE«-TS 8f 5f ;v 3 f 
JSIEB 

100102255 
100118957 

JK]jC*»E3WR-TB8#5^ £#tf;v3l 

m m=F 

100123168 

Hi 1 

100120086 

—til 
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m m a 



If ft 



[000004307] 
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[tiifi] gratis 

ft jjf m^f|5^-ftfflK^¥BT 2Tg 2# 



miE#-^ JiiiE#2 0 0 4 - 3 0 7 8 8 4 7 



